[Abstract] To evaluate precisely the relative roles of different splenic phagocytic cells during an immune response, efficient methods for the depletion of specific populations are needed. Here, we describe the protocols for the depletion of splenic dendritic cells (DCs) by human diphtheria toxin (DTx) treatment in target mice (which express the human DTx receptor in all CD11c + DCs) and for the specific depletion of MARCO +
2. 24 h after injection, mice are euthanized with halothane by inhalation (or other approved euthanasia protocol).
3. The spleens are removed and processed in a cell strainer inside a sterile culture hood (with 5 ml of supplemented RPMI 1640), followed by two washes with RPMI (at 300 x g, 5 min, 4 °C). 2. 24 h to seven days after injection, mice are euthanized with halothane by inhalation (or other approved euthanasia protocol) and bled by cardiac puncture with a 1 ml syringe with a 25 gauge needle.
Note: In both time points only MZMΦs are depleted in our protocol (this was done as a control to ensure only MZMΦs are depleted in our protocol, opposite to injection of higher concentrations of ClLip).
3. The spleens are removed and processed in a cell strainer inside a sterile culture hood (with 5 ml of supplemented RPMI 1640), followed by two washes with RPMI (at 300 x g, 5 min, 4 °C). Figure 1A and 1B, respectively.
Note: Different DC subsets might have different sensitivity to DTx treatment, with different repopulation rates following initial depletion. Thus, for prolonged experiments, an important step
would be to perform repopulation rate assays for the DCs subsets of interest. 
